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This Pre^ Appeal Brief Request is filed in response to the final OfSce Action dated Juiy 27, 
2009, Pnisuant to the requirements set ihriii in the Official Gaa^ette (July 12, 2005), this Rci^nest is 
filed concurrently with a Notice of Appeal and prior to the filing of an Appeal Brief Review and 
reconsideration of the rejections under 35 Ij,S.O § 103(a) is respectfiilly reqnested. 

In the final Office Action dated Jnly 27, 2009, claims 83, 84^ and 87 to 89 are rqjected nnder 35 
U.S,C. § 103(a) as allegedly unpatentable over Khwaja et af (U>S. Patent No. 6,1 13,907) in view of 
I.ockbart et al (ILS. Patent No. 6,040 J38) or Xiong et ah (Molecular Breeding, 1998, vof 4, 129-136) 
and VVaikce (Moiecular Medicine Today, 1997, vol. 3, 384-389), and further in view of Ray et al 
(IIS, Patent No. 4,570,380). 

Specifically, the Examiner alleges thai it would have been obvioiss to one skilled in the 
botanical arts at the tiBie of the invention to apply the genomic-based bioassay^ as described in 
Ivockhart et al and Wallace, or alteruatively Xiong et af and Wallace, to tiie quality conlml method of 
Khwaja et al. because one skiiied in the botanical art was aware of the imx^^^^^^^i^^ of gene expression 
in plants for quality eoatroi as indicated by Rny et aL 

Applicants respectftilly submit that the Examiner has faded to establish aprifna jacie case of 
obviousness for at least the reasons discussed below. 
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I. The Coinfo med Digclosiires off^fe^ Qte ^ Teach or Su^^c^t Alt Claim Limltatiaits 

Applicants respectftiily siibmit tlia£ the cited references, taken aJoBe or in combination, fail to 
t^ach or siuggest at least the exposmg and d^termming steps as claimed m tbe present application. 

The present quality control oiethod comprises^ among other Ihings, the steps of exposing a 
biosys tem, such as ceil or tissua, to a whole batch of herbal composition, i .e., the standardized batch or 
the test batch; and deterniining a diflfereiitial gene expression profi le of the exposed biosystem as 
compared to a control, i.c.^ an imexposcd biosystem. The differentiai gene expression profile is 
detennined by using a genomic-based bioassay method. 

The method of the primary reference, i.e., Khwaja et at., involves tlie steps of 
sepai-ating/isolating a botanical sample into maltiple fractions, and measiiriag the biological activity of 
each individuai fraction against an en^pne or receptor, hi contrast, the botanica! samples of tlie 
present invention, i.e., the standardized and te^?t batches^ ai-e each tested as a whole sample wilhout 
fmctionation, FmAemiore, KJiwaja ct ai. do not mention or allude to a genamic-based bioassay, let 
alone the use thereof in a quality control method. 

Inasmtich m the Khwaja et al. method markedly differs frotn the claimed method, the 
secondary references fail to cure the deficiencies of Khwaja et ah 

The Examiner has asserted that the Lockhart method cm be med for identitying differential 
gene expression between two samples. However, the LocMiart method uses two diflerent biosystems . 
i.e.^ a pathological, biosystein and a healthy biosystem, to obtahi diffemitial gene expression, hi 
contrast, the claimed method uses only, e^ Wo^ystem to obtain difierential gene expression. 
Specifically, as recited by independent claim 83, a hiosystem is exposed to a standardised batch in step 
(b)(i) and the same biosystem is also exposed to a test batch in step Cc)(i). More importantly, tiie use of 
two different biosystems as described by Lockhart et ai contradicts the present invention because the 
claimed method has to use the same biosystem for both the standarized and the tested batches m order 
to assure the consistency in comparing the differenti al gene expressions of the standarized and tested 
batches. 

Xiong et ai focus on the genetics and gene expression profi le of the rice plants themselves for 
plant identification. That is, the dif&rentia! gene expression in Xiong et aJ. is that of botanicai 
materials, he. ^ rice plants, hi contrast, tlie differential gene expression in the claimed method is that of 
a biosy^stem, such as celi or tissue, not that of the botanica! materials. 

Wallace is a review article discnssing the use of genomic-based technology for diagnostics and 
research in general terms, while Ray et al. disclose a method for hybrid cotton production by utilizing a 
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eyioplasmic-genetic male sterile system for forming Fl hybrid cottonseeds. Neither Wallace nor Ray 
et al. disclose or suggest tiie exposing and determixiititg steps as claimed in the present iBvention. 

Thus, at least the limitatioTis of the exposmg and determim ng steps in the clainied method are 
iiot niet by the cited refereucos, solely or iii combination, 

Ih Them Is No M otivatioB for M^Mii^ a Mocllficatloti in Ndth^r tl ie Cited Art Nor the Comxnoo 

Cited References: 

Applicants respectfully Sl^bmlt that there is no disclosore or suggestion a:vaOable in the cited 
it;fcrciiccs xrfiich would motivate one skilled in the art to modily the Khw^y a method with geiiooiic- 
based bioassays for assuming the quality of herbal compositioBs. 

Firstj Ray et ah do TOt show that one skilled in the botanical art was aware of the mipoitaiice of 
geno expression in plaints for quality control purp<:>ses as alleged by the ExaTniiiar, Ray et a1 . do not 
even remotely mention genomic-based assays or differential gene expression, .^thougli Ray et aL 
discuss gene pairs to sonie extant, mch discission is directed to the correlation between certain gene 
pairs and the plant leaf contlguration and is not related to genomic -based assay or differantiai gene 
expression at all, let alone the appiicadon of these technologies in quality eont^x^I of herbal 
compositiorES. 

Xiong et ai disclose the genetics and gene expi-ession profile of the rice plants theniseives for 
plant identification, but do not teach or suggest the use of genomie-ba^ed assay or differeBtSal gene 
expression for the purpose of producing herba! compositioBs with consistent qnaiity. 

Neither Lockhail et at nor Wallace discloses or contemplates the use of genoxBic-based 
technology lor conti oiling tiie quality of herbal compositions. 

As acknowledged by the Examiner, Khwaja et al do not teach or suggest the use of genomic- 
based bioassays in a quality control method for producing botanical products. 

Thus, none of the cited references pnDvides one skilled in the art with a motivation to apply 
genomic "based bioassays to a quaHty control method for herbal compositions. 
Common Knowiedge: 

As stated in the Declamtion under 37 C.F.R. § i . 132 by Dr. Dan "rheodorescu dated March 7, 
2005, Dr, Theodorescu (pai'agraph 6, pages 6 to 7), a person of ordinaiy skill in the ad. who was aware 
of gene expression technology and the need for boumical quality coBtrol, did not envision applving 
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genomic -ba^sed assa>^ to hoimicM qmliij control m siicli a particular way to arrive at the ciaimed 
method at the priority filmg date of the preseM applic^:^iori, 
Jmpermtssibie Hindsight : 

Due to the lack of a moti vation for making modification of the prior art metho<is in both the 
cited refei-ences and the common knowledge m the art. It logically fbilows tiiat the Examiner has 
improperly gleaned fi'om App]icant^^ outi application at^d exercised the impermissible hindsight to 
rcconslitute a motivation to anivo at this cioarly ermneous conciusioB of obviousness. In Graham^ the 
Supreine Court has cautioned agamst ming hindsight whereby the teachings of the invention are read 
into the prior ait. Crmkam v. John Deere Co., 3B3 t.LS. U 36 (1966), More recently, tlie Supreme 
Court recognised in KSR that ''hindsighi bias'' and ^'ex post reasoning'' as inappropriate in 
determination of obviousness, KSR M i Co. v. Teleflex, Inc., 12? S. Ct. 1727, 1742 (2007). 

Tiie Examiner reminds Applicants that ^'unobviousness cannot be established by attacking the 
references individually'' {Final Office Action, page 6), Applicants have praviously argued and hereiB 
again reiterate that it is the unobviousness of the combination of the cited "'prior art'" that has been and 
continueg to be fh^ Examiner's error in applying and maintaining the one remaining rejection. 
Accordingly, Applicants respectfully submit that on both from a legal and technicai basis the alieged 
combinatiort is improper, and hereby respeetftilly request the withdrawal of the obviousiiess rejection. 

III. See0Bdao^C0 Rejection 

The § 103 reiection also Mh because there long ifelt but unresolved needs and failure of 
otiiers for the development of a method of contFoiling the quality of herbal compositioBs. Specifically, 
despite the fhct that herbal medicines have been used for many centuries in the treatment of various 
diseases, more advanced development of herbal medicines lias been hiiKiered by the unique pmblem of 
unpredictable vari ability of herbal medicines due to the lack of qiiahty control method (page 1 , line 10 
to page 2, line 7, and page 7, line 22 to page 8^ line 6 of fee present application; and column 2 , line 40 
to column 3, line 2 of Khwaja et aL). To resolve this long felt need for a quality control method, a 
great deal of effort has been directed to the separation and isolation of the bioIogica!ly active 
components from botanical materials. But this purification approach diminishes the benefits of 
complex and synergistic biological activity provided by naturally occurring botanical material (Khwaja 
et aL, column 3, lines 3 to 43). Khwaja et ah attempt to provide a method for producing 
pharmaceutical grade of St, John's Wort by using compositionai and activity fingciprints. However, as 
discussed above, Khwaja et al. applies fractionation technique to process the sanrpies, he,, sepaiating 
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and isolating the St^nples into multiple fractions. Thus, the Khwaja method does not overcome the 
di sadvantage of the purification appmach. As showB by paragraph 5 (pages 2 to 4) of the DeclanUion 
under 37 CFJi. § L 1 32 by Dn Dan Theodorescu dated March 7, 2005, others; have also failed in their 
attempts to resolve the problem. For example, despite the promising initial eliiiical data, the clinical 
trial of BotanicLab's herbal medicine, nameiy^ PC-SPBS, was halted due to quality control problems. 

In Graham v. John Deer Co. of Kansas City^ 383 U.S. U 17-18, the United States Supreme 
Court set oui an objective analysis for applying §103 rejections where secondary considerations, socli 
as long felt but unresolved needs and failure of others^ are considered as important factors against 
finding of obviousness. In view of the above-discussed long felt but unresolved needs and fail m^ of 
otiiers in developing a quality contxoi method for assessing herbal compositions. Applicants 
respectfbily request reconsideratioii and withdrawa! of the present §103 rejection. 

Therefore, in view of the failure of the cited art to disciosa ail claim Jimitations, tte lack of a 
motivation for making modifications, and the showing of tbe secondary considerations, the Examiner 
has not established a pri/??a /&cie case of obviousness. 

If the Examiner or the Panel have any questions relating to this Request or to the application in 
genemL they are encouraged to contact the undersigned by telephone so that aOowanee of fhe present 



application may be expedited. 
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